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AU 9872103 A C07D-487/04 Based on patent WO 9843973 

Abstract (Basic) : WO 9843973 A 

Production of 4-ar (alk) ylamino-pyrrolo [2, 3-d] pyrimidine derivatives 
(I) and their salts comprises heating a 

3- ar (alk) ylamino-4-imino-pyrrolo [2, 3-d] pyrimidine (II) or salt in a 
solvent or solvent mixture. Reactive groups present in (II) are 
protected if necessary and are cleaved off as a final step, n = 0-5; q 
= 0 or 1; Rl, R2 = H; alkyl optionally substituted by halo, NH2, NH ( 
alkyl), piperazino, N( alkyl) 2, phenylamino (optionally 
ring-substituted by halo, alkyl, OH, alkanoyloxy, alkoxy, COOH, 
alkoxycarbonyl, CONH2, CONH( alkyl), CON( alkyl) 2, CN, NH2, NH ( 
alkanoyl), NH ( alkyl), N( alkyl) 2 or CF3), OH, alkoxy, CN, COOH, 
alkoxycarbonyl, CONH2, CONH( alkyl), CON ( alkyl) 2, SH or A-S(0)m-; 
phenyl optionally substituted by halo, CF3, alkyl, alkoxy, OCH2CONH2, 
OCH2COOH, OCH2COO-benzyl, OCH2COO- alkyl, phenyl, NH2, NH ( alkanoyl), 
NH ( alkyl), N( alk yl)2, OH, alkanoyloxy, COOH, alkoxycarbonyl, CONH2, 
CONH( alkyl), CON( alkyl)2, CN or N02; pyridyl optionally substituted 
by halo or alkyl; N-benzylpyridinium-2-yl; naphthyl; CN; COOH; 
alkoxycarbonyl; CONH2; CONH( alkyl); CON ( alkyl)2; CONH (benzyl) ; CHO; 
alkanoyl; alkenyl; or alkenyloxy; or Rl + R2 = 2-5C alkylene optionally 
substituted by alkyl; 4-10C alkadienyl optionally substituted by NH2, 
NH ( alkanoyl), NH ( alkyl), N( alkyl) 2, N02, halo, OH, alkanoyloxy, 
COOH, alkoxycarbonyl, CONH2, CONH ( alkyl), CON ( alkyl) 2 or CN; or 
aza-1, 4-alkadienylene with up to 9C; A = alkyl; m = 0-2; R3 = halo; 
alkyl; CF3; alkoxy; OH; alkanoyloxy; COOH; alkoxycarbonyl; CONH 2; CONH ( 
alkyl); CON( alkyl) 2; CN; NH2; NH ( alkanoyl); NH ( alkyl); or N( 
alkyl)2; R4 = H; alkyl; alkoxycarbonyl; CONH 2 ; CONH ( alkyl); or CO N( 
alkyl)2. All alkyl and derivatives are ''lower 11 . 

Also claimed are: a) crystal forms of 

4- (3-chlorophenylamino) -5, 6-dimethyl-7H-pyrrolo [2, 3-d] pyrimidine (I) ; 
b) compounds (II) and their salts where n = 0 or 1; Rl = alkyl, 
especially Me, phenyl substituted by OH or alkanoylamino, especially 



4- (hydroxy or acetylamino) -phenyl, or NH( alkyl), especially CONHMe; R2 
= H or alkyl, especially Me; R3 = H or halo, especially meta-positioned 
and preferably CI; R4 = alkyl, especially Me; c) imines (IV); d) 
production of (I) from (II) including the initial step of preparing 
(II) by reacting a cyanopyrrole (III) (see 'Starting materials 1 ) with 
an imine (IV); e) production of (I) from (II) according to d) and 
including the preparation of (IV) by reacting an amine (V)with an 
orthoformate (VI); f) production of (I) from (II) according to d) and 
including the preparation of (III) by reacting an amino acid (VII) with 
a reactive acid derivative (VIII) and cyclising the reaction product 
(X) with malononitrile. (I) are known from EP 682027 and WO 9702266. 

USE- (I) are protein kinase inhibitors useful for the treatment of 
proliferative diseases, e.g. tumours and psoriasis. 

ADVANTAGE - The method is very well suited to plant scale 
production, with (I) being obtained in high yield, e.g. 80-94%, and 
high purity. Also, the new crystal forms have storage properties which 
are advantageous for pharmaceutical application. 
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